All solvents and reagents were used as obtained from Sigma Aldrich and Thermo Fisher Scientific unless otherwise stated. All reactions were monitored by TLC (silica gel matrix on aluminum plate, Sigma-Aldrich, cat # Z193291). Column chromatography was performed using 40-63 µm silica gel from Sorbent Technologies. NMR spectra were recorded at 25ºC with a 300 MHz spectrometer (Varian Mercury). NMR solvents with residual solvent signals were used as internal standards. High-resolution mass spectra (HRMS) were collected using an Agilent 6538 UHD Accurate Mass QTOF (Santa Clara, CA) equipped with an electrospray ionization source in positive (and/or) negative ion mode at the Mass Spectrometry Facility at the University of Oklahoma. Analytical HPLC using HP Agilent 1100 was used to evaluate purity. Mobile phase was pumped at a flow-rate of 0.5 or 0.6 mL/min. µBondapak C (5µM) column (250 X 4.6 mm I.D. 12109949TS) was used, and was preceded by a guard column containing C/Corasil Bondpak (particle size 37−50 µM). Detection was effected at 254 nm and isocratic condition was used. The zeta potentials and mean diameters of the micelles of Pc-(L-CA4) 2 and Pc-(NCL-CA4) 2 were determined by dynamic light scattering (DLS) using a Zeta PLUS analyzer (Brookhaven Instruments Corp, Holtsville, NY) equipped with a 532 nm laser. The TEM images were obtained using a Hitachi H-7600 transmission electron microscope at 20,000 × magnification operating at 80 kV. Tubulin polymerization was monitored (excitation = 360 nm and emission = 450 nm) using a fluorescence plate reader (SpectraMax Gemini EM, Molecular Device). Power density was measured by thermal sensor (S302C, Thorlabs, Inc., Newton NJ) and a power meter (PM100D, Thorlabs, Inc.). The optical images of the live mice were obtained using the IVIS spectrum (PerkinElmer, Inc.) with Live Image® software. All of the procedures, from weighing the compounds throuh obtaining the in vivo data, were performed under minimal light conditions. Female BALB⁄c and nude mice were purchased from Charles River Laboratories, Inc. through NCI (Frederick, MD). Mice were housed and handled in the animal facility of the College of Pharmacy or the Rodent Barrier Facility in the Biomedical Research Center-West at University of Oklahoma Health Science Center (OUHSC). All animal experiments were approved by the OUHSC IACUC. Figure S1 . Effect of Pc-(L-CA4) 2 and Pc-(NCL-CA4) 2 on tubulin polymerization. These experiments were performed independently following the same procedure used for the data shown in Figure 3a . 
Pc-(L-CA4) 2 G2 G3 Figure S3 . Body weight changes during the antitumor efficacy study. Changes are presented as an average of all of the mice in each group. . HPLC chromatogram of Pc-(NCL-CA4) 2 : mobile phase = 100% acetonitrile: flow rate = 0.6 mL/min, detection at 254 nm = tR (retention time) = 7.47 min; purity = 99%.
